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EI\/idL:AE001361 



ID AE001361 standard; DNA; PP_0,r 5601 BP. 
XX 

AC AE001361; AE001273; 
XX 

SV AE001361.1 
XX 

DT 22 -JUL- 1998 (Rel . 56, Created) 

DT Ol-NOy-2000 (Rel. 65, -Last- updated. Version 5) 
XX 

DE Chlamydia trachomatis section 1 of 87 of the complete genome. 

XX 

KW 

XX 

OS Chlamydia trachomatis 

OC Bacteria; Chlamydiales ; Chlamydiaceae; Chlamydia. 
XX 

RN [1] 
RP 1-5601 

RX MEDLINE; 99000809. 
RX PUBMED; 9784136. 

RA Stephens R.S., Kalman S., Lammel C.J., Fan J., Marathe R., Aravind L., 
RA Mitchell W.P., dinger L., Tatusov R.L., Zhao Q., Koonin E.V., Davis R.W.; 
RT "Genome sequence of an obligate intracellular pathogen of humans: Chlamydia 
RT trachomatis " ; 

RL Science 282 (5389) : 754 - 759 ( 1998) . 
XX 

RN [2] 
RP 1-5601 

RX MEDLINE; 99206606. 
RX PUBMED; 10192388. 

RA .Kalman S., Mitchell W. , Marathe R., Lammel C. , Fan J., Hyman R.W., 

RA dinger L., Grimwood J., Davis R.W., Stephens R.S.; 

RT "Comparative genomes of Chlamydia pneumoniae and C. trachomatis"; 

RL Nat. Genet. 21 (4) : 385 - 389 (1999) . 

XX 

RN [3] 
RP 1-5601 

RA Stephens R.S., Kalman S., Lammel C.J., Fan J., Marathe R. , Aravind L., 

RA Mitchell W.P., dinger L., Tatusov R.L., Zhao^Q., Koonin E.V., Davis R.W.; 

RT 

RL Submitted (20-MAY- 199 8) to the EMBL/GenBank/DDBJ databases. 

RL Program in Infectious Diseases, University of California, 235 Warren Hall, 

RL Berkeley, CA 94720-7360, USA 

XX 

DR SPTREMBL; 084881; 084881. * 
DR SPTREMBL; 084882; 084882, 
DR SPTREMBL; 084883; 084883. 
XX 

FH Key Location/Qualifiers 
FH 

ET source 1..5601 

FT /db_xr ef = " taxon : 8 13 " 

FT /organism=" Chlamydia trachomatis" 

FT /strain="D/UW-3/CX" 

FT CDS 323.. 640 

FT /codon_start=l 

FT /db_xref=" SPTREMBL :084881" 

FT / 1 ran s l_t abl e= 1 1 

FT /gene="CT873" 

FT /product= "hypothetical protein" 

FT /protein_id=" AAC684 7 1.1" 

/translation="MSSNRMLATIKKITVLLLSKRKAGIRIDYCALALDAVEYSYLWFL 

VVGYAVYSSGVRWEAILEGETLSPGDRAQLDASLESAQVRLAGLMLDYWDGDSRLECKK 
FT ■ I " 

FT CDS complement (815. .3451) 



r 



FT 
FT 
FT 
FT 



FT 
FT 
FT 



FT /codon_start=l 

FT /db_xref="SPTRE3yEBL:084882" 

FT /transl_table=ll 

FT /gene="pinpl" 

FT /product=" Putative Outer Membrane Protein I" 

FT /protein„id="AAC68472 .1" 

FT /translation="MRPDHMNFCCLCAAILSSTAVLFGQDPLGETALLTKNPNHWCTF 

FEDCTMESLFPALCAHASQDDPLYVLGNSYCWFVSKLHITDPKEALFKEKGDLSIQI^ 
FLSFTDCSSKESSPSIIHQKNGQLSLRNNGSMSFCRNHAEGSGGAISADAFSLQHNYLF 
TAFEENSSKGNGGAIQAQTFSLSRWSPISFAiyjJRADLNGGAICCSNLICSGNVNPLFF 
TGNS ATNGGAI CCI SDLNT S EKG S L S LACNQETLFASNS AKEKGGAI YAKHMVLRYNGP 
FT VSFINNSAKIGGAIAIQSGGSLSILAGEGSVLFQNNSQRTSDQGLVRNAIYLEKDAILS 
FT SLEARNGDILFFDPIVQESSSKESPLPSSLQASVTSPTPATASPLVIQTSAWRSVIFSS 
FT ERLSEEEKTPDNLTSQLQQPIELKSGRLVIiKDRAVLSAPSLSQDPQALLIMEAGTSLKT 
FT SSDLKLATLSIPLHSLDTEKSVTIHAPNLSIQKIFLSNSGDENFYENVELLSKEQNNIP 
FT LliTLSKEQSHLHLPDGNLSSHFGYQGDWTFSWKDSDEGHSLIANWTPKNYVPHPERQST 

LVANTLWNTYSDMQAVQSMINTIAHGGAYLFGTWGSAVSNLFYAHDSSGKPIDNWHHRS 
LGYLFGISTHSLDDHSFCIAAGQLLGKSSDSFITSTETTSYIATVQAQLATPLMKISAQ 
ACYNESIHELKTKYRSFSKEGFGSWHSVAVSGEVCASIPIVSNGSGLFSSFSIFSKLQG 
FT FSGTQDGFEESSGEIRSFSASSFRNISLPMGITFEKKSQKTRNYYYFLGAYIQDLKRDV 
FT E S GPWLLKNAVS WD APMANLD SRAY14FRLTNQRALHRLQTLLNVS YVLRGQ SH S YS LD 

FT LGTTYRF" 
FT CDS 3725.. 5500 

FT /codon_start-l , ; 

FT /db_xref ="SPTREMBL:084883" 

FT /transl_table=ll 
FT /gene="CT875" 

FT /product= "hypothetical protein" 

FT /protein_id="AAC68473 .!»' 

FT /translation="MSIRGVGGNGNSRIPSHNGDGSNRRSQNTKGNinCVEDRVCSLYSS 

RSNEl^ESPYAVVDVSSMIESTPTSGEOTRASRGVTSRFQRGLVRVADKVRRAVQCAW 
SVSTRRSSATRAAESGSSSRTARGASSGYREYSPSAARGLRLMFTDFWRTRVLRQTSPM 
AGWGWLDVNEARLMAAYTSECADHLBANKIAGPDGVAAAREIAK^ 
ARKLLNDPLGRRTPNYQSKNPGEYTVGNSMFYDGPQVANIiQNVDTGFWI^MS^ 
SREIQTGLRARATLEESMPMLENLEERFRRLQETCDAARTEIEESGWTRESASRMEGDE 
AQGPSRAQQAFQSFVNECNSIEFSFGSFGEHVRVLCARVSRGLAAAGEAIRRCFSCCKG 
STHRYAPRDDLSPEGASIiAETLARFADDMGIERGADGTYDIPLVDDWRRGVPSIEGEGS 
DSIYEIMMPIYEVMDMDLETRRSFAVQQGHYQDPRASDYDLPRASDYDLPRSPYPTPPL 
PPRYQLQNMDVEAGFREAVYASFVAQMYNYVVTQPQERIPNSQQVEGILRDM^ 



FT 
FT 
FT 
FT 
FT 
FT 
FT 
FT 
FT 

FT FRDIiMRRWNREVDRE" 
XX 

SQ Sequence 5601 BP; 1664 A; 1030 C; 13821. G; 1525 T; 0 other; 

tctaggtgag ctcgtaagaa gacgtattgt aagaacagtt , tctataattt ggtggtaatt 60 

tttattttta ataataaaaa atacgcccta attcagctaa aacagccttg tttttattaa 120 

acccattttg ttttctaacg gaatcgaggt gaatcatggt ttgtccttta cgcagttgct 180 

gtactactca taccagcatg gagagcgtgt ctttggaaga gacctcgcct cttttagaag 240 

cgatatcaca ggctgtgcaa acatgcttaa ccgtagccaa gcacacagag aacgctaaga 300 

tttataatca aaaacaaaga agatgtcatc aaacaggatg ctggcaacaa ttaaaaaaat 360 

tactgtgttg ctgttgtcca aaagaaaagc tggtatcagg atcgattact gcgctctcgc 420 

tctggatgca gtcgaatatt cctacttatg gtttttagtt gtaggttatg cggtatatag 480 

ttcaggagta cgttgggaag cgatcttgga aggagagact ttatctcctg gagatagagc 54 0 

gcaactagat gcctctttag agagtgctca agttaggtta gctggtttga tgttggacta 600 

ttgggacgga gattctcgcc tagaatgcaa gaagatataa tcgccaggtt tcgagacaaa 660 

gtcgggatct gtgagcttac agatgcggtt gctctgaaac acttctgtcg gagaacttaa 720 

atgtgatacg cgacgtgaga aaaaaatgaa aagtcttaga gagagatccc taagactttt 780 

ctcaagctct aaaacgcaat gctaggcaag ggaactagaa cctgtaagtg gtccccagat 840 

ccagggagta actatggctt tgcccgcgca gtacgtaaga cacatttaac agcgtctgaa 900 

gtctatgcag agctctttga ttcgtaagcc tgaacatgta ggctcgcgaa tccaagttcg 960 

ccataggagc atcccaggag acggcatttt tgagtaacac tacaggtccc gattccacat 1020 

cacgttttag gtcttggatg taggctccca gaaagtaata gtagtttcgt gttttttggg 1080 

attttttttc aaatgttatt cccataggaa gtgaaatatt tctgaaagag ctggcagaaa 1140 

aggaccgaat ctctcccgaa ctctcctcaa aaccgtcctg tgttcctgaa aatccttgca 1200 

gtttagagaa aatagagaag gagctgaaca gtccggaacc attggataca ataggaatcg 1260 

atgcgcacac ttctccggat actgcaacgc tatgccagga tccgaatcct tctttagaga 132 0 

aggagcgata ttttgttttt agctcatgga tactttcatt atagcatgcc tgtgcagaga 1380 

ttttcattag aggggtagcg agttgcgctt gtacagtagc tatataggag gtcgtttctg 144 0 

tagacgtaat aaaggaatcg gacgatttcc cgagtaattg tcctgcagcc aagcagaaag 1500 



aatggtcatc taaactgtga gtactgatac cgaataggta gccaaggctt ctatgatgcc 1560 
aattatcgat aggtttccca gagctgtcgt gagcatagaa taaattagaa acagcagatc 1620 
cccacgttcc aaatagatag gctcctccgt gcgctattgt attaatcatc gactgcacag 1680 
cttgcatatc ggaataggtg ttccaaagag tgttcgcaac gagtgtagat tgacgttctg 1740 
gatgaggcac atagttttta ggcgtccaat tagcaatcag agaatgccct tcatcagaat 1800 
ctttccaaga aaaagtccaa tctccttgat atccaaagtg agaagagagg ttcccatcag 1860 
gaagatgtaa atgagattgc tctttagaga gagtaaggag aggaatattg ttttgctctt 1920 
tactgagaag ctctacattt tcataaaaat tctcatctcc agaattagag aggaagatct 1980 
tttggataga aaggttaggg gcgtggatag ttacgctttt ttcagtatct aaggaatgaa 204 0 

ggggaatact tagcgtagct aacttcaaat cagaggaagt ttttaaagaa gttcccgctt 2100 
ccataatgag gagagcttga ggatcctgag agagagaagg cgcggaaagg acagcgcgat 2160 
cttttaaaac taagcgtccg gatttcagtt cgataggctg ctgtagttgg gaagtgaggt 2220 
tatcaggagt tttttcttct tcagaaagac gttcgctcga gaaaatcact gaacggtttg 2280 
cacttgtctg aataactaaa ggagatgcgg tggctggggt gggagaagtc acgctggctt 2340 
gcaaagagga gggaagaggc gattctttgc tgctactttc ttgtacaata ggatcaaaga 2400 
aaagaatatc tccgttgcga gcttctaagg aagaaagaat cgcatctttc tctaagtaga 2460 
tggcgtttct tactagacct tggtcggagg tgcgttggga gttattctgg aacagaacag 2520 
atccttcacc tgcaaggata gagagactcc ctccggactg gatggcgata gctccaccta 2580 
ttttagcgct gttgttaatg aaggaaacag gaccgttata acgcaatacc atgtgcttgg 264 0 

cataaatagc cccgcctttt tctttagcag aattgcttgc aaatagcgtt tcttggttac 2700 
aagcaagaga gagagagcct ttttctgagg tgtttagatc gctgatacaa caaatagcgc 2760 
ctccattcgt ggcggagttt ccagtgaaaa agagagggtt tacattccct gaacaaataa 2820 
gattactaca gcaaatagcg ccgccattta aatccgcacg attacgggcg aaagaaatag 2880 
gcgacacatt tctagataaa gagaaggttt gagcctgaat ggctccgcca tttcctttag 294 0 

aagaattctc ttcaaaagct gtgaaaagat agttgtgttg tagagaaaag gcatccgcag 3 000 

agatggctcc tccagagcct tcagcatgat ttcgacagaa actcatgcta ccattattgc 3060 

gcaaggataa ctgaccattc ttttgatgaa taatagaagg agagctttcc ttggaagagc 3120 

aatctgtgaa ggaaaggaag cgaaaatttt gaatggaaag atctcctttt tctttaaaaa 3180 

gagcctcttt ggggtccgtg atatggagtt tagatacgaa ccaacagtag gaatttccaa 3240 

gtacatacaa aggatcatct tgtgatgcat gagcacaaag agcaggaaag aggctctcca 3300 

tggtacagtc ctcaaaaaat gtacagacga catgattagg atttttagtg aggagggcgg 3360 

tttcacctaa ggg^tcctgg ccaaagagga ccgctgtgga tgacaaaata gcagcacata 3420 

gacaacagaa gttcatatga tcaggtcgca tgggattccc cctaagagtc taaaagaaga 3480 

ggttatgtca aaaaaaagta ataatttaca gactttttcc tcaagggctc tgtttcatgt 3540 

ctttcaagat gaagagttaa ggaagatttt tggattgtga aattagaaaa atcagaatta 3600 

tcaaattaga tagtttttaa aaaattaaat aatcttttaa gagatcttat tttattatcg 3660 

atttttttaa ttttgatttt taaaattaaa ataagttttt attttagttt tgggttggtt 3720 

tgttatgagc atcaggggag taggaggcaa cgggaatagt cgaatccctt ctcataatgg 3780 

ggatggatcg aatcgcagaa gtcaaaatac gaagggtaat aataaagttg aagatcgagt 384 0 

ttgttctcta tattcatctc gtagtaacga aaatagagaa tctccttatg cagtagtaga 3900 

cgtcagctct atgatcgaga gcaccccaac gagtggagag acgacaagag cttcgcgtgg 3960 

agtgttcagt cgtttccaaa gaggtttagt acgagtagct gacaaagtaa gacgagctgt 4020 

tcagtgtgcg tggagttcag tctctacaag aagatcgtct gcaacaagag ccgcagaatc 4080 

cggatcaagt agtcgtactg ctcgtggtgc aagttctggg tatagggagt attctccttc 414 0 

agcagctaga gggctgcgtc ttatgttcac agatttctgg agaactcggg ttttacgcca 4200 

gacctctcct atggctggag tttttgggaa tcttgatgtg aacgaggctc gtttgatggc 4260 

tgcgtacaca agtgagtgcg cggatcattt agaagcgaac aagttggctg gccctgacgg 4320 

ggtagcggcc gcccgggaaa ttgctaaaag atgggagcaa agagttagag atctacaaga 4380 

taaaggtgct gcacgaaaat tattaaatga tcctttaggc cgacgaacac ctaattatca 444 0 

gagcaaaaat ccaggtgagt atactgtagg gaattccatg ttttacgatg gtcctcaggt 4500 

agcgaatctc cagaacgtcg acactggttt ttggctggac atgagcaatc tctcagacgt 4560 

tgtattatcc agagagattc aaacaggact tcgagcacga gctactttgg aagaatccat 4620 

gccgatgtta gagaatttag aagagcgttt tagacgtttg caagaaactt gtgatgcggc 4680 

tcgtactgag atagaagaat cgggatggac tcgagagtcc gcatcaagaa tggaaggcga 4740 

tgaggcgcaa ggaccttcta gagcacaaca agcttttcag agctttgtaa atgaatgtaa 4800 

cagcatcgag ttctcatttg ggagctttgg agagcatgtg cgagttctct gcgctagagt 4860 

atcacgagga ttagctgccg caggagaggc gattcgccgt tgcttctctt gttgtaaagg 4920 

atcgacgcat cgctacgctc ctcgcgatga cctatctcct gaaggtgcat cgttagcaga 4980 

gactttggct agattcgcag atgatatggg aatagagcga ggtgctgatg gaacctacga 504 0 

tattcctttg gtagatgatt ggagaagagg ggttcctagt attgaaggag aaggatctga 5100 

ctcgatctat gaaatcatga tgcctatcta tgaagttatg gatatggatc tagaaacacg 5160 

aagatctttt gcggtacagc aagggcacta tcaggaccca agagcttcag attatgacct 522 0 

cccacgtgct agcgactatg atttgcctag aagcccatat cctactccac ctttgcctcc 5280 

tagatatcag ctacagaata tggatgtaga agcagggttc cgtgaggcag tttatgcttc 5340 

ttttgtagca ggaatgtaca attatgtagt gacacagccg caagagcgta ttcccaatag 5400 

tcagcaggtg gaagggattc tgcgtgatat gcttaccaac gggtcacaga catttagaga 5460 

cctgatgagg cgttggaata gagaagtcga tagggaataa actggtatct accataggtt 5520 



tgtagcaaaa aactaagccc accaagaaga aattctcttt ggtgggcttc tttttttatt 
caaaaaagaa agccctcttc a 
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INVENTOR (S) : 

PATENT ASSIGNEE(S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Probst, Peter; Bhatia, Ajay; Skeiky, Yasir 

A. W.; Fiirig, Steven P.; Scholler, John 

Corixa Corporation, USA 

PCT Int. Appl., 293 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2001040474 



A2 



20010607 



WO 2000-US32919 20001204 



W: 



AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, 

HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 

LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 

SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, 

YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 



RW: 



PRIORITY APPLN. INFO. 



AB 



GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 
BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

US 1999-454684 A 19991203 
US 2000-556877 A 20000419 
US 2000-598419 A 20000620 
Compds . and methods for the diagnosis and treatment of Chlamydial 
infection are disclosed. The compds. provided include polypeptides that 
contain at least one antigenic portion of a Chlamydia antigen and DNA 
sequences encoding such polypeptides from Chlamydia trachomatis and C. 
pneumoniae isolated using retroviral expression vector systems and 
subsequent Immunol, anal, and epitope mapping. Pharmaceutical compns . and 
vaccines comprising such polypeptides or DNA sequences are also provided, 
together with antibodies directed against such polypeptides. Diagnostic 
kits contg. such polypeptides or DNA sequences and a suitable detection 
reagent may be used for the detection of Chlamydial infection in patients 
and in biol. samples. In particular, fusion proteins are constructed from 
the Chlamydial proteins PmpA, PmpF, PmpH, PmpB, and PmpC fused with amino 
acid residues 192-323 of the Ra2 MTB32A serine proteinase from 
Mycobacterium tuberculosis. 
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2000:402007 HCAPLUS 
133:53686 

Chlamydial antigens and genomic DNA sequences for 

treatment and diagnosis of chlamydial infection 

Probst, Pieter; Bhatia, Ajay; Skeiky, Yasir 

A. W. ; Fling, Steven P. ; Jen, Shyian; Stromberg, Erica 

Jean 

Corixa Corporation, USA 

PCT Int. Appl., 256 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 
WO 2000034483 



KIND DATE 
A2 20000615 



APPLICATION NO. DATE 

WO 1999-US29012 19991208 
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W: 



AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, 



US 6166177 
EP 1144642 



NO 2001002812 
PRIORITY APPLN. INFO 



AB 



A 
A2 



A 



20001226 
20011017 



20010802 



^, 1= J. , oU, kdU, otj, un, yjVi, fiK, rtU, lU, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, 
MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, 
SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, DE, 
DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

US 1998-208277 19981208 
EP 1999-963037 19991208 
R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 

NO 2001-2812 
US 1998-208277 
US 1999-288594 
US 1999-410568 
US 1999-426571 
WO 1999-US29012 

Compds . and methods for the diagnosis and treatment of Chlamydial 
infection are disclosed. The compds. provided include polypeptides that 
contain at least one antigenic portion of a Chlamydia antigen and DNA 
sequences encoding such polypeptides. Chlamydia antigens were isolated by 
expression cloning of a genomic DNA library of C. trachomatis LGV II, and 
shown to induce T cell proliferation and interferon- . beta . prodn. Immune 
responses of human PBMC and T cell lines are generated against the 
Chlamydia antigens. Pharmaceutical compns . and vaccines comprising such 
polypeptides or DNA sequences are also provided, together with antibodies 
directed against such polypeptides. Diagnostic kits contg. such 
polypeptides or DNA sequences and a suitable detection reagent may be used 
for the detection of Chlamydial infection in patients and in biol . 
samples . 
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2001: 780955 HCAPLUS 

Leishmania antigens for use in the therapy and 
diagnosis of leishmaniasis 

Reed, Steven G.; Campos-Neto, Antonio; Webb, John R. 
Dillon, Davin C. ; Skeiky, Yasir A. W. ; 
Bhatia, Ajay; Xoler, Rhea M. ; Probst, 
Peter 

Corixa Corporation, USA 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

1 



193 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2001079276 



A2 



20011025 



WO 2001-US11254 20010405 



W: AE, 
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TR, 


BF, 


BJ, 


OF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 
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PRIORITY APPLN. INFO.: US 2000-551974 A 20000414 

US 2000-565501 A 20000505 
US 2000-639206 A 20000814 

AB Compositions and methods for preventing, treating and detecting 

leishmaniasis and stimulating immune responses in patients are disclosed. 
The compounds provided include polypeptides that contain at least an 
immunogenic portion of one or more Leishmania antigens, or a variant 
thereof. Vaccines and pharmaceutical compositions comprising such 
polypeptides, or polynucleotides encoding such polypeptides, are also 
provided and may be used, for example, for the prevention and therapy of 
leishmaniasis, as well as for the detection of Leishmania infection. 
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HCAPLUS COPYRIGHT 2001 ACS 
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134 :325125 

CD8+ T cells recognize an inclusion 

membrane-associated protein from the vacuolar pathogen 
Chlamydia trachomatis 

Fling, Steven P.; Sutherland, R. Alec; 

Steele, Lisa N.; Hess, Bruce; D'Orazio, Sarah E. F.; 

Maisonneuve, Jean-Francois; Lampe, Mary F.; 

Probst, Peter; Starnbach, Michael N. 

Corixa Corporation, Seattle, WA, 98104, USA 

Proc. Natl. Acad. Sci. U. S. A. (2001), 98(3), 

1160-1165 

CODEN: PNASA6; ISSN: 0027-8424 
National Academy of Sciences 
Journal 
English 
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AB During infection with Chlamydia trachomatis, CD8+ T cells are primed, even 
though the bacteria remain confined to a host cell "vacuole Lhroaghout 
their developmental cycle. Because CD8+ T cells recognize antigens 
processed from cytosolic proteins, the Chlamydia antigens recognized by 
these CD8+ T cells very likely have access to the host cell cytoplasm 
during infection. The identity of these C. trachomatis proteins has 
remained elusive, even though their localization suggests they may play 
important roles in the biol. of the organism. Here we use a retroviral 
expression system to identify Capl, a 31-kDa protein from C. trachomatis 
recognized by protective CD8+ T cells. Capl contains no strong homol . to 
any known protein. Immunofluorescence microscopy by using Capl-specif ic 
antibody demonstrates that this protein is localized to the vacuolar 
membrane. Capl is virtually identical among the human C. trachomatis 
serovars, suggesting that a vaccine incorporating Capl might enable the 
vaccine to protect against all C. trachomatis serovars. The 
identification of proteins such as Capl that assoc. with the inclusion 
membrane will be required to fully understand the interaction of C. 
trachomatis with its host cell. 

REFERENCE COUNT: 34 

REFERENCE (S) : (1) Bannantine, J; Mol Microbiol 1998, V28, P1017 

HCAPLUS 

(2) Blattner, J; J Cell Biol 1992, V119, P1129 HCAPLUS 

(4) Chakrabarti, S; Mol Cell Biol 1985, V5, P3403- 
HCAPLUS 

(5) Denamur, E; J Gen Microbiol 1991,' V137, P2525 
HCAPLUS 

(6) Earl, P; J Virol 1991, V65, P31 HCAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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DOCUMENT NUMBER: 127:306395 

TITLE: A Leishmania protein that modulates interleukin 

(IL)-12, IL-10, and tumor necrosis factor- . alpha . 

production and expression of B7-1 in human 

monocyte-derived antigen-presenting cells 
AUTHOR(S): Probst, Peter; Skeiky, Yasir A. W. 

; Steeves, Michelle; Gervassi, Ana; Grabstein, Kenneth 

H. ; Reed, Steven G. 

CORPORATE SOURCE: Infectious Disease Research Inst., Seattle, WA, USA 

SOURCE: Eur. J. Immunol. (1997), 27(10), 2634-2642 

CODEN: EJIMAF; ISSN: 0014-2980 
PUBLISHER: Wiley-VCH 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB LeIF, a gene homolog of the eukaryotic initiation factor 4A was 1st 

described as a leishmanial antigen that induced a Thl-type T cell response 
in peripheral blood mononuclear cells (PBMC) from leishmaniasis patients. 
The interferon ( IFN) -. gamma . prodn . by PBMC was interleukin (IL)-12 
dependent. The effects of LeIF were characterized on cytokine prodn. and 
expression of surface mols. by normal human monocytes as well as by 
monocyte-derived macrophages and dendritic cells (MoDC) ; LeIF was a strong 
inducer of IL-12 and, to a lesser extent, of IL-10, and tumor necrosis 
factor (TNF) -.alpha, in macrophages and MoDC, IL-12 prodn. did not 
require CD40 triggering, confirming that the ability of LeIF to induce 
IL-12 was, not mediated through an effect on T cells. However, addn. of 
sol, CD40 ligand (L) synergistically augmented IL-12 prodn. in macrophages 
and MoDC. The cytokine-inducing activity of LeIF is located in the 
N-terminal portion of the mol. and was both proteinase K sensitive and 
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polymyxin B resistant. LeIF, lipopolysaccharide, and fixed Staphylococcus 
aureus all induced ccir.parable amts. of IL-12, validating the potent 
cytokine-inducing effects of LeIF. Of these stimuli, LeIF had the highest 
IL-12/IL-10 and IL-12/TNF-a ratio demonstrating the preference of LeIF for 
IL-12 induction. Studies investigating the expression of surface mols. 
showed that LeIF up-regulated B7-1 and CD54 (ICAM-1) on macrophages and 
MoDC. This is the 1st report describing IL-12 prodn., up-regulation of 
co-stimulatory and intercellular adhesion mols. by monocytic 
antigen-presenting cells in response to a protein from a pathogenic 
microorganism. These immunomodulatory characteristics of LeIF might be 
excellent properties for a Thil-type adjuvant. 
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OR "BHATIA AJAY"/AU OR "BHATIA AJAY"/IN) 

L3 70 SEA FILE==HCAPLUS ABB-ON PLU=ON ("SKEIKY Y A W"/AU OR "SKEIKY 

YASIR"/AU OR "SKEIKY YASIR"/IN. OR "SKEIKY YASIR A"/AU OR 
"SKEIKY YASIR A"/IN OR "SKEIKY YASIR A W"/AU OR "SKEIKY YASIR 
A W"/IN) 

L4 22 SEA FILE=HCAPLUS ABB-ON PLU=ON ("FLING STEVEN"/AU OR "FLING 

STEVEN P"/AU OR "FLING STEVEN P"/IN OR "FLING STEVEN PAUL"/AU) 
L5 2 SEA FILE=HCAPLUS ABB=ON PLU=ON LI AND L2 AND L3 AND L4 

L6 3 SEA FILE=HCAPLUS ABB=ON PLU=ON (Li AND (L2 OR L3 OR L4 ) ) NOT 

L5 

L7 4 SEA FILE-HCAPLUS ABB-ON PLU=ON (L2 AND (L3 OR L4 ) ) NOT (L5 

OR L6) 



=> 

=> d ibib abs hitrn 17 1-4 
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HCAPLUS COPYRIGHT 2001 ACS 
1999: 534897 HCAPLUS 
131:334383 

Cloning, characterization and serological evaluation 
of K9 and K26: two related hydrophilic antigens of 
Leishmania chagasi 

Bhatia, A.; Dai f alia, N. S.; Jen, S.; 
Badaro, R. ; Reed, S. G.; Skeiky, Y. A. W. 

Corixa Corporation, Seattle, WA, 
Mol. Biochem. Parasitol. (1999), 
CODEN: MBIPDP; ISSN: 0166-6851 
Elsevier Science Ireland Ltd. 
Journal 
English 

re the mol. cloning and characterization of two related 
antigens of Leishmania chagasi. These two antigens have 
1. wts. of .apprx.S and 26 kDa and detect antibodies in sera 
with kala-azar (k). Thus, to maintain consistency with 



USA 

102(2), 249-261 
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nomenclature of the previously described 39kDa diagnostic antigen of L. 
chagasi (k39 [1]), these antigens are being referred to as k9 and k26. A 
significant difference between k9 and k26 is the presence of 11 copies of 
a 14 amino acid repeat in the open reading frame of k26. The region 
flanking the repeats of k26 shares a 69% identity with the open reading 
frame of k9 . The recombinant proteins encoded by both antigens are very 
hydrophilic and show aberrant migration on SDS PAGE. Results of Southern 
blot anal, reveal that k9 and k2 6 are conserved to varying degrees among 
various Leishmania species. Interestingly, the repeat region of k26 is 
specific to L. chagasi and L. donovani while the flanking region is 
conserved among several other species. Transcript levels of k26 are 
significantly upregulated in the amastigote stage of the parasite. Our 
results show that recombinant K26 is specific in detecting antibodies in 
infection sera from visceral leishmaniasis (VL) patients. Thus rK26 may 
complement rK39 in a more accurate diagnosis of VL in the old and the new 
world. 
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1997 : 415380 HCAPLUS 
127: 91226 

Molecular cloning and characterization of two iron 
superoxide dismutase cDNAs from Trypanosoma cruzi 
Ismail, Said 0.; Paramchuk, Wendy; Skeiky, Yasir 
A. W. ; Reed, Steven G. ; Bhatia, Ajay; 
Gedamu, Lashitew 

Dep. Biological Sciences, Univ. Calgary, Calgary, AB, 
T2N 1N4, Can. 

Mol. Biochem. Parasitol. (1997) 
CODEN: MBIPDP; ISSN: 0166-6851 
Elsevier 
Journal 
English 

Two cDNAs (FeSODA and FeSODB cDNAs) corresponding to superoxide dismutase 
(1.15.1.1., SOD) were isolated from a Trypanosoma cruzi cDNA library. 
Comparison of the deduced amino acid sequences with previously reported 
SOD protein sequences revealed that the T. cruzi open reading frames had 
considerable homol . with FeSODs. The coding region of the T. cruzi FeSODB 
cDNA has been expressed in fusion with glutathione-S-transf erase using an 
Escherichia coli mutant QC779, lacking both MnSOD and FeSOD genes (sodA 
sodB) . Staining of native polyacrylamide gels for SOD activity of T cruzi 
crude lysate and the recombinant SOD suggests that this protein is an 
FeSOD. The recombinant enzyme also protected the E. coli mutant QC779 
from paraquat toxicity. Northern blot anal, showed that FeSODB is 
differentially expressed, showing a higher level at the epimastigote stage 
of T. cruzi development; whereas, FeSODA is constitutively expressed at a 
lower level in all developmental stages. Furthermore, Southern 
hybridization shows that both FeSODA and FeSODB genes appear to be present 
in the T. cruzi genome as multiple repeating units (multi-copy gene 
family) . 
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Molecular cloning, characterization, and expression in 
Escherichia coli of iron superoxide dismutase cDNA 
from Leishmania donovani chagasi. [Retraction to 
document cited in CA120 : 184186] 
Ismail, Said O.; Skeiky, Yasir A. W. ; 
Bhatia, Ajay; Omara-Opyene, Levi A. ; Gedamu, 
Lashitew 

Dep. Biol. Sci., Univ. Calgary, Calgary, AB, T2N 1N4, 
Can. 

Infect. Immun. 
CODEN: INFIBR; 
Journal 
English 

have requested that the article be retracted, as a Trypanosoma 
ibrary rather than a Leishmania donovani chagasi dDNA library 
screening. 
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1994 : 184186 HCAPLUS 
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Molecular cloning, characterization, and expression in 
Escherichia coli of iron superoxide dismutase cDNA 
from Leishmania donovani chagasi 
Ismail, Said 0.; Skeiky, Yasir A. W. / 
Bhatia, Ajay; Omara-Opyene, Levi A.; Gedamu, 
Lashitew 

Univ. Calgary, Calgary, AB, T2N 1N4, 



Dep. Biol. Sci, 
Can, 

Infect. Immun. 
CODEN: INFIBR; 
Journal 
English 



(1994), 62(2), 657- 
ISSN: 0019-9567 



64 



A cDNA corresponding to superoxide dismutase (SOD; EC 1.15.1.1.) was 
isolated from a Leishmania donovani chagasi (L. d. chagasi) promastigote 
cDNA library, using PCR with a set of primers derived from conserved amino 
acids of manganese SODs (MnSODs) and iron SODs (FeSODs) . Comparison of 
the deduced amino acid sequences with previously reported SOD amino acid 
sequences revealed that the L. d. chagasi 585-bp open reading frame had 
considerable homol . with FeSODs and MnSODs. The highest homol . was shared 
with prokaryotic FeSODs. The coding region of L. d. chagasi SOD cDNA has 
been expressed in fusion with glutathione-S-transf erase, using an 
Escherichia coli mutant, QC779, lacking both MnSOD and FeSOD genes (sodA 
and sodB) . Staining of native polyacrylamide gels for SOD activity of 
Leishmania crude lysate and the recombinant SOD revealed that both had SOD 
activity that was inactivated by 5 mM hydrogen peroxide but not by 2 mM 
potassium cyanide, which is indicative of FeSOD. The recombinant enzyme 
also protected E. coli mutant QC77 9 from paraquat toxicity. This 
indicated that the glutathione-S-transf erase peptide does not interfere 
with the in vivo and in vitro activities of the recombinant SOD. 
Cross-species hybridization showed that FeSOD is highly conserved in the 
Leishmania genus. Interestingly, the hybridization pattern of the FeSOD 
gene(s) coincided with other classification schemes that divide Leishmania 
species into complexes. The cloning of FeSOD cDNA may contribute to the 
understanding of the role of SODs in Leishmania pathogenesis. 
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=> 
=> 

=> d Stat que 18 

LI 55 SEA FILE=HCAPLUS ABB-ON PLU=ON ("PROBST P"/AU OR "PROBST 

P"/IN OR "PROBST P A"/AU OR "PROBST P J"/AU) OR ("PROBST 
PETER"/AU OR "PROBST PETER"/IN OR "PROBST PETER G"/Aa OR 
"PROBST PETER J"/AU OR "PROBST PETER S"/AU) 

L2 356 SEA FILE-HCAPLUS ABB=ON PLU=ON ( "BHATIA A"/AU OR "BHATIA A 

B"/AU OR "BHATIA A K"/AU OR "BHATIA A L"/AU OR "BHATIA A ,S"/AU 
OR "BHATIA AJAY"/AU OR "BHATIA AJAY"/IN) 

L3 70 SEA FILE=HCAPLUS ABB=ON PLU=ON ("SKEIKY Y A W"/AU OR "SKEIKY 

YASIR"/AU OR "SKEIKY YASIR"/IN OR "SKEIKY YASIR A"/AU OR 
"SKEIKY YASIR A"/IN OR "SKEIKY YASIR A W"/AU OR "SKEIKY YASIR 
A W"/IN) 

L4 22 SEA FILE=HCAPLUS ABB=ON PLU=ON ("FLING STEVEN"/AU OR "FLING 

STEVEN P"/AU OR "FLING STEVEN P"/IN OR "FLING STEVEN PAUL"/AU) 
L5 2 SEA FILE^HCAPLUS ABB=ON PLU=ON LI AND L2 AND L3 AND L4 

L6 3 SEA FILE=HCAPLUS ABB=ON PLU=ON (LI AND (L2 OR L3 OR L4 ) ) NOT 

L5 

L8 0 SEA FILE-HCAPLUS ABB=ON PLU^ON (L3 AND L4 ) NOT (L5 OR L6) 

d Stat que 112 

LI 55 SEA FILE-HCAPLUS ABB=ON PLU-ON ("PROBST P"/AU OR "PROBST 

P"/IN OR "PROBST P A"/AU OR "PROBST P J"/AU) OR ("PROBST 
PETER" /AU OR "PROBST PETER"/IN OR "PROBST PETER G"/AU OR 
"PROBST PETER J"/AU OR "PROBST PETER S"/AU) 

L2 356 SEA FILE=HCAPLUS ABB=ON PLU-ON ("BHATIA A"/AU OR "BHATIA A 

B"/AU OR "BHATIA A K"/AU OR "BHATIA A L"/AU OR "BHATIA A S"/AU 
OR "BHATIA AJAY"/AU OR "BHATIA AJAY"/IN) 

L3 70 SEA FILE=HCAPLUS ABB=ON PLU=ON ("SKEIKY Y A W"/AU OR "SKEIKY 

YASIR"/AU OR "SKEIKY YASIR"/IN OR "SKEIKY YASIR A"/AU OR 
"SKEIKY YASIR A"/IN OR "SKEIKY YASIR A W"/AU OR "SKEIKY YASIR 
A W"/IN) 

L4 22 SEA FILE=HCAPLUS ABB-ON PLU=ON ("FLING STEVEN"/AU OR "FLING 

STEVEN P"/AU OR "FLING STEVEN P"/IN OR "FLING STEVEN PAUL"/AU) 
L5 2 SEA FILE=HCAPLUS ABB=ON PLU-ON LI AND L2 AND L3 AND L4 

L6 3 SEA FILE=HCAPLUS ABB-ON PLU-ON (LI AND (L2 OR L3 OR L4 ) ) NOT 

L5 

L7 4 SEA FILE=HCAPLUS ABB=ON PLU=ON (L2 AND (L3 OR L4 ) ) NOT (L5 

OR L6) 

Lll 30 SEA FILE=HCAPLUS ABB=ON PLU=ON (LI OR L2 OR L3 OR L4 OR L5) 

AND ((INFECT? OR ?CHLAMYD? OR BACTER? OR VIRUS?) (L) (DIAGNOSIS 
OR DX OR DIAGNOS?) ) 

L12 27 SEA FILE=HCAPLUS ABB-ON PLU=ON Lll NOT (L5 OR L6 OR L7 ) 

=> 
=> 

=> d ibib abs hitrn 112 1-27 
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TITLE: Compounds and methods for immunotherapy and diagnosis 

of tuberculosis 

INVENTOR (S) : Reed, Steven G.; Skeiky, Yasir A. W. ; 
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Dillon, Davin C; Campos-Neto, Antonio; Houghton-, 
Raymond; Vedvick, Thomas S.; Twardzik, Daniel R. 
Corixa Corporation, USA 

U.S., 100 pp., Cont .-in-part of U.S. Ser. No. 730,510. 

CODEN: USXXAM 

Patent 

English 

3 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



US 6290969 

ZA 9607394 

WO 9816646 

WO 9816646 
W: AL, 
EE, 
LC, 
PT, 
VN, 
RW: GH, 
GB, 
GN, 

AU 9748144 

EP 932681 
R: AT, 
IE, 

BR 9712518 
JP 2001501832 
NO 9901694 
PRIORITY APPLN. INFO 



Bl 
A 
A2 
A3 

AM, AT, AU, 
ES, FI, GB, 
LK, LR, LS , 
RO, RU, SD, 
YU, AM, AZ, 
KE, LS, MW, 
GR, IE, IT, 
ML, MR, NE, 

Al 19980511 
A2 19990804 
BE, CH, DE, DK, ES, 
FI 



20010918 
19970505 
19980423 
19981008 

BA, BB, BG, 

GE, GH, HU, 

LU, LV, 

SG, SI, 

KG, kz, 

SZ, UG, 

MC, NL, 

TD, TG 



FR, 



US 1997-818112 
ZA 1996-7394 
WO 1997-US18293 



19970313 
19960830 
19971007 



LT, 
SE, 
BY, 
SD, 
LU, 
SN, 



BR, BY, CA, CH, CN, CU, CZ, DE, 

ID, IL, IS, JP, KE, KG, KP, KR, 

MD, MG, MK, MN, MW, MX, NO, NZ, 

SK, SL, TJ, TM, TR, TT, UA, UG, 

MD, RU, TJ, TM 

ZW, AT, BE, CH, DE, DK, 



ES, 

PT, SE, BF, BJ, CF, CG, CI, 



FI, 
CM, 



AU 1997-48144 19971007 
EP 1997-910873 19971007 
GB, GR, IT, LI, LU, NL, SE, MC, 



DK, 
KZ, 
PL, 
UZ, 

FR, 
GA, 



PT, 



B2 
B2 



AB 



A 20001024 BR 1997-12518 

T2 20010213 JP 1998-518456 

A 19990610 NO 1999-1694 

US 1995-523436 
US 1995-533634 
US 1996-620874 
US 1996-659683 
US 1996-680574 
US 1996-730510 
US 1997-818112 
WO 1997-US18293 

Compds . and methods for inducing protective immunity against tuberculosis 
are disclosed. The compds. provided include polypeptides that contain at 
least one immunogenic portion of one or more Mycobacterium tuberculosis 
proteins and DNA mols. encoding such polypeptides. Such compds. may be 
formulated into vaccines and/or pharmaceutical compns . for immunization 
against M. tuberculosis infection, or may be used for the 
diagnosis of tuberculosis. 



19971007 
19971007 
19990409 
19950901 
19950922 
B2 19960322 
A2 19960605 
A2 19960712 
A2 19961011 
A 19970313 
W 19971007 
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(2) Andersen; Infection and Immunity 1993, V61(3), 
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(3) Andersen; Scand J Immunol 1992, V36, P823 HCAPLUS 

(4) Andersen, P; Infection and Immunity 1994, V62(6), 
P2536 HCAPLUS 
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(6) Anon; EP 419355 Al 1991 HCAPLUS 
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Compounds and methods for diagnosis and immunotherapy 
of tuberculosis 

Campos-Neto, Antonio; Skeiky, Yasir; 

Ovendale, Pamela; Jen, Shyian; Lodes, Michael 

Corixa Corporation, USA 

PCT Int. Appl. , 161 pp. 
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Patent 
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PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2001062893 
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20010830 



WO 2001-US5992 20010226 
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LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 
SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, 
YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 
BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

US 2000-185037 P 20000225 
US 2000-223828 P 20000808 
Compds . and methods for diagnosing tuberculosis or for inducing 
protective immunity against tuberculosis are disclosed. The compds. 
provided include polypeptides that contain at least one immunogenic 
portion of one or more Mycobacterium proteins and DNA mols. encoding such 
polypeptides. Diagnostic kits contg. such polypeptides or DNA 
sequences and a suitable detection reagent may be used for the detection 
of Mycobacterium infection in patients and biol. samples. 
Antibodies directed against such polypeptides are also provided. In 
addn., such compds. may be formulated into vaccines and/or pharmaceutical 
compns . for immunization against Mycobacterium infection. 
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135: 179697 

Diagnosis of tuberculosis 

Alderson, Mark R. / Dillon, Davin C; Skeiky, 
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USA 

U.S. Pat. Appl. Publ., 7 4 pp., Cont . -in-part of U.S. 
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Patent 
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Serological expression cloning and immunological 
evaluation of MTB48, a novel mycobacterium 
tuberculosis antigen 

Lodes, Michael J.; Dillon, Davin C; Mohamath, Raodoh; 
Day, Craig H.; Benson, Darin R. / Reynolds, Lisa D.; 
McNeill, Patricia; Sampaio, Diana Pedral; Skeiky, 
Yasir A. W. ; Badaro, Roberto; Persing, David H.; , 
Reed, Steven G.; Houghton, Raymond L. 
Corixa Corporation, Seattle, WA, 98104, USA 
J. Clin. Microbiol. (2001), 39(7), 2485-2493 
CODEN: JCMIDW; ISSN: 0095-1137 
American Society for Microbiology 
Journal 
English 

Improved diagnostics are needed for the detection of 
Mycobacterium tuberculosis, esp. for patients with smear-neg. disease. To 
address this problem, we have screened M. tuberculosis (H37Rv and Erdman 
strains) genomic expression libraries with pooled sera from patients with 
extrapulmonary disease and with sera from patients with elevated 
reactivity with M. tuberculosis lysate. Both serum pools were reactive 
with clones expressing a recombinant protein referred to here as MTB48. 
The genomic sequence of the resulting clones was identical to that of the 
M, tuberculosis H37Rv isolate and showed 99% identity to the Mycobacterium 
bovis and M. bovis BCG isolate sequences. The genomic location of this 
sequence is 826 bp upstream of a region contg. the esat-6 gene that is 
deleted in the M. bovis BCG isolate. The mtb48 1,380-bp open reading 
frame encodes a predicted 47.6-kDa polypeptide with no known function. 
Southern and Western blot analyses indicate that this sequence is present 
in a single copy and is conserved in the M. tuberculosis and M. bovis 
isolates tested but not in other mycobacterial species tested, including 
Mycobacterium leprae and Mycobacterium avium. In addn., the native 
protein was detected in the cytoplasm, as was a processed form that was 
also shed into the medium during culture. Serol. anal, of recombinant 
MTB48 and the M. tuberculosis 38-kDa antigen with a panel of patient and 
control sera indicates that the inclusion of recombinant MTB48 in a 
prototype serodiagnostic test increases assay sensitivity for M. 
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infection . 
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AB In order to identify antigens that may be used in the serodiagnosis of 

active tuberculosis (TB) , we screened a Mycobacterium tuberculosis genomic 
expression library with a pool of sera from patients diagnosed 
with active pulmonary TB . The sera used lacked reactivity with a 
recombinant form of the M. tuberculosis 38-kDa antigen (r38kDa) , and the 
goal was to identify antigens that might complement r38kDa in a 
serodiagnostic assay. Utilizing this strategy, we identified a gene, 
previously designated Ihp, which encodes a 100-amino-acid protein referred 
to as culture filtrate protein 10 (CFP-10) . The Ihp gene is located 
directly upstream of esat-6, within a region missing in M. bovis BCG. 
Immunoblot anal, demonstrated that CFP-10 is present in M. tuberculosis 
CFP, indicating that it is likely a secreted or shed antigen. Purified 
recombinant CFP-10 (rCFP-10) was shown to be capable of detecting specific 
antibody in a percentage of TB patients that lack reactivity with r38kDa, 
most notably in smear-neg. cases, where sensitivity was increased from 21% 
for r38kDa alone to 40% with the inclusion of rCFP-10. In smear-pos . 
patient sera, sensitivity was increased from 49% for r38kDa alone to 58% 
with the inclusion of rCFP-10. In addn., rCFP-10 was shown to be a potent 
T-cell ^antigen, eliciting proliferative responses and gamma interferon 
prodn. from peripheral blood mononuclear cells in 70% of purified protein 
deriv.-pos. individuals without evident disease. The responses to this 
antigen argue for the inclusion of rCFP-10 in a polyvalent serodiagnostic 
test for detection of active TB infection. RCFP-10 could also 
contribute to the development of a recombinant T-ceil diagnostic 
test capable of detecting exposure to M. tuberculosis. 
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Compds . and methods are provided for diagnosing Trypanosoma 
cruzi infection. The disclosed compds. are polypeptides, or 
antibodies thereto, that contain one or more epitopes of T. cruzi 
antigens. The compds. are useful in a variety of immunoassays for 
detecting T. cruzi infection. The polypeptide compds. are 
further useful in vaccines and pharmaceutical compns . for inducing 
protective immunity against Chagas * disease in individuals exposed to T. 
cruzi . 



REFERENCE COUNT: 
REFERENCE (S) : 



(3) Corixa Corp; WO 9629605 A 1996 HCAPLUS 

(4) Corixa Corp; WO 9718475 A 1997 HCAPLUS 

(5) Corixa Corp; WO 9931246 A 1999 HCAPLUS 

(6) Houghton, R; THE JOURNAL OF INFECTIOUS DISEASES 
2000, V181(l), P325 HCAPLUS 

(7) Reed, S; WO 9316199 A 1993 HCAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L12 ANSWER 9 OF 27 HCAPLUS COPYRIGHT 2001 ACS 
ACCESSION NUMBER: 2000:588348 HCAPLUS 

DOCUMENT NUMBER: 134:290933 

TITLE: Cloning of a Mycobacterium tuberculosis gene encoding 

a purified protein derivative protein that elicits 
strong tuberculosis-specific delayed-type 
hypersensitivity 

Coler, Rhea N.; Skeiky, Yasir A. W. ; 

Ovendale, Pamela J.; Vedvick, Thomas S.; Gervassi, 
Luis; Guderian, Jeff; Jen, Shyian; Reed, Steven G.; 
Campos-Neto, Antonio 

Infectious Disease Research Institute, Seattle, WA, 
98104, USA 

J. Infect, Dis. (2000), 182(1), 224-233 
CODEN: JIDIAQ; ISSN: 0022-1899 
University of Chicago Press 
Journal 
English 

The purified protein deriv. (PPD) skin test has been used for the 
diagnosis of tuberculosis for more than 75 yr . However, the test 
lacks specificity because all mycobacteria share antigens present in PPD. 
Therefore, sensitization with nontuberculous pathogenic or with 
environmental nonpathogenic mycobacteria can lead to pos . skin tests. 
This communication describes a novel PPD protein present only in 
tuberculous complex mycobacteria. A recombinant protein was obtained and 
named DPPD on the basis of the first 4 amino acids of its N-terminus 
sequence, DPPD elicited delayed-type hypersensitivity (DTH) in 100% of 
Mycobacterium tuberculosis-infected guinea pigs but in no 

animals sensitized with several organisms representative of all members of 
the Mycobacterium genus. Preliminary results indicate that DPPD induces 
strong and specific DTH in humans. This work points to the definition of 
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Compds . are provided for diagnosing Trypanosoma cruzi 
infection. The disclosed compds. are combination polypeptides 
that contain a peptide corresponding to novel gene with a repeat sequence 
and one or more epitopes of T. cruzi antigens such as TcD, TcE, or PEP-2 
epitope. The compds. are useful in a variety of immunoassays for 
detecting T. cruzi infection. Peptide epitopes of Trypanosoma 
cruzi have been identified through expression cloning. A tripeptide 
(2/D/E) contg. three epitopes (TcD, TcE, PEP-2) was used in ELISA to 
detect antibodies to T. cruzi in 239 of 240 consensus-pos . sera and 41 of 
42 sera confirmed pos . by radioimmunopptn . assay. The 1 discrepant 
consensus-pos. serum was used to expression-clone a novel T. cruzi gene 
that contained a repeat sequence. A peptide corresponding to one reading 
frame of this sequence, TcLol.2, was reactive with T. cruzi-pos. sera and 
enhanced reactivity of other peptides. Thus, peptides and recombinants 
contg. multiple repeat epitopes are powerful tools for developing assays 
for T. cruzi antibody detection and have direct application in blood 
screening . 
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AB Fusion proteins contg. antigenic regions from two or more proteins (up to 
five) of Mycobacterium tuberculosis that can be used in the 
diagnosis, treatment and prevention of tuberculosis 
infection are described. These fusion proteins retain the 
antigenicity of the originals. A series of twelve fusion proteins contg. 
combinations of peptides from M. tuberculosis antigens were constructed by 
std. methods and manufd. as inclusion bodies in Escherichia coli. The 
fusion proteins stimulated T ceil proliferation in PPD+ patients with 
proliferation patterns similar to those of the individual components. 
Immunization of mice with the fusion proteins induced strong interferon 
.gamma, and interleukin 4 responses with the strength of the responses 
depending upon the adjuvant used. 
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AB Numerous antigenic protein fragments are isolated from Mycobacterium 
tuberculosis culture filtrates and patient sera and used to isolate 
genomic fragments of the M. tuberculosis DNA. These substances provide 
reagents for the diagnosis of infection by detecting 
antibodies against M. tuberculosis, diagnosis of tuberculosis 
using PGR primers or hybridization probes, and serodiagnosis or 
immunoassay of tuberculosis. The construction and use of tuberculosis 
fusion proteins for serodiagnosis are also provided. 
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Antigenic polypeptides that are useful for the diagnosis of 
tuberculosis are isolated from the culture filtrate of M. tuberculosis 
strain H37Ra or H37Rv. The antigen-encoding sequences were also isolated 
form the genomic DNA libraries of the 2 strains . Diagnostic 
kits contg. such polypeptides or DNA sequences and a suitable detection 
reagent may be used for the detection of M. tuberculosis infection 
in patients and biol. samples. Antibodies directed against such 
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Compds . and methods are provided for diagnosing Trypanosoma 
cruzi infection. The disclosed compds. are polypeptides contg. 
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Antigenic polypeptides that useful for the diagnosis of tuberculosis are 
isolated from the culture filtrate of M. tuberculosis strain HH37Ra or 
H37Rv. The antigen-encoding sequences were also isolated from the genomic 
DNA libraries of the 2 strains. Diagnostic kits contg. such polypeptides 
or DNA sequences and a suitable detection reagent for the detection of 
M. tuberculosis in biol . samples are provided. Antibodies directed against 
such polypeptides are also provided. 
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The studies reported here describe the isolation of peptides from MHC 
class II mols. of murine macrophages infected with Leishmania 
donovani, and the use of the derived peptide sequences to rescue the 
pathogen peptide donor protein. The isolation of the peptides was carried 
out by comparing the RP HPLC profile qf peptides extd. from 
infected macrophages with the peptides extd. from noninfected 
cells. Several distinct HPLC peaks unique to infected 

macrophages was sequenced. One of the peptides that was not homologous to 
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any known protein was used to instruct the designing of an oligonucleotide 
sense primer that was used in coir^binaticn v;ith an cligo dT nucleotide 
(anti-sense primer) to amplify by PGR a DNA fragment from L. donovani 
cDNA. The amplified DNA fragment was cloned and used as a probe to screen 
a L. donovani cDNA library. The cloned gene {Ld peptide gene) has an open 
reading frame of 525 bp and has no homol . with any known protein/gene 
sequence. Northern blot analyses indicated that the Ld peptide/gene is 
broadly distributed and expressed among species of the Leishmania genus, 
in both the amastigote and promastigote life cycle forms. Using the pGEX 
2T vector, the gene was expressed and the relationship of the purified 
recombinant protein with L. donovani was confirmed using both antibody and 
T cell responses from immunized or infected animals. The gene 
encodes a 23-kD mol . (Ldp 23) assocd. with the cell surface of L. donovani 
promastigotes . In addn . , T cells purified from the lymph nodes of BALB/c 
mice immunized with L. donovani or infected with L. major, and 
from CBA/J mice infected with L. amazonensis were stimulated to 
proliferate by the recombinant Ldp 23 and produced high levels of 
IFN-. gamma, and no XL 4 . This observation suggests that the Ldp 23 is an 
interesting parasite mol. for the studies concerning the host-parasite 
interaction because the Thl pattern of cytokine response that it induces 
is correlated with resistance to Leishmania infections. These 
results clearly point to an alternative strategy for the purifn. of 
proteins useful for the development of both vaccines and Immunol, 
diagnostic tools not only against leishmaniasis but also for other 
diseases caused by intracellular pathogens. 
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AB Nontuberculous mycobacteria, particularly M. avium, have been isolated 

from a significant percentage of patients with AIDS. Early detection of 
M. avium infection is difficult, and treatment regimens are 
often ineffective. Much needs to be learned about antigens and factors 
responsible for immunity to and pathogenesis of the disease. Specific 
antigens and diagnostic procedures for infection need 

to be developed. To address some of these problems, monoclonal antibodies 
were generated against a serovar 4 strain of M. avium isolated from a 
patient with AIDS. Protease sensitivity studies have demonstrated that 
each of these antibodies recognizes a protein-assocd. epitope. Immunoblot 
analyses suggest that seven of these monoclonal antibodies react 
specifically with M. avium and M. intracellulare epitopes. Immunoreactive 
bacteriophages were identified from an M. avium . lambda. gt 11 
expression library with two of these monoclonal antibodies (3808 C3 and 
3954 B12) . Lambda lysogens, generated from the immunoreactive 
bacteriophages, overproduced . beta . -galactosidase fusion proteins 
which were reactive with the two monoclonal antibodies in immunoblot 
assays. The purified fusion proteins were shown to elicit skin test 
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reactions in sensitized guinea pigs. 
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incidence of M. avium-M. intracellulare complex infections 
increased in recent years primarily because a significant proportion 
of acquired immunodeficiency syndrome patients develop disseminated M. 
avium complex disease. In an effort to develop new tools to study these 
infections, 8 monoclonal antibodies directed against M. avium were 
produced. Western blot (immunoblot) specificity anal, and protease 
sensitivity assays indicate that 4 of these antibodies recognize M. 
avium-specif ic protein epitopes and 2 react with M. avium complex-specific 
peptide determinants. These monoclonal antibodies may be useful clin. in 
the diagnosis of M. avium complex disease and in the lab. for 
isolation and characterization of native and recombinant M. avium complex 
antigens . 
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